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Restriction Mapping With FLASH Gene Mapping Kit 
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Strategy Used to Place Exons 7 
and 8 on PSI Restriction Map 



XPS1-6 
(18kB) 



X 



T3 



0.5 



0.5 



0.6 



Exon 8 probe 

X EHEH XXJlB E EH Xh 
J I II I I I* I I U L 



6.5 8.5 9.3 10 11 11.2 13.5 15.3 16.7 
9.5 10.7 15.4 



I 



Xbal - EcoRI digest 



9 n °- 3 
1 o — 

— 1.2 _ 



2.5 



2.7 



1.8 



Resolve on Agarose Gel 




1. Hybridize with 
exon-specific radio- 
labelled probe 

2. Wash 

3. Autoradiography 




FIG. 4 




Docket No.: CEPH-1066 Appln. No: 09/621,897 

Title: GH^TARGETING NON-HUMAN MAMMAL WITH HUM^B^AD 
PRESENl^PvlUTATION AND GENERATIONAL OFFSPRING 
Inventor(s): Richard W. Scott, Andrew G. Reaume, Karen Dorfman 
Attorney Name: Paul K. Legaard (2 1 5)568-3 1 00 
Sheet 5 of 19 




Docket Ng^: " CEPH-1066 Appln. No: 09/621,897 

Title: (^■►•TARGETING NON-HUMAN MAMMAL WITH HU^P FAD 
PRESElME' MUTATION AND GENERATIONAL OFFSPRING 
Inventor(s): Richard W. Scott, Andrew G. Reaume, Karen Dorfman 
Attorney Name: Paul K. Legaard (2 1 5)568-3 1 00 
Sheet 6 of 19 



pPNTlox Synthesis 



Bam HI 




FIG. 6 



I BY 'l^^- 



'! /."PROVED ,0. i Docket No.: CEBH-1066 App In. No: 09/621,897 

] Title: GENE-T|^pETING NON-HUMAN MAMMAL WITH HUMAN F 
i " ^ PRESENILIN iJWiTION AND GENERATIONAL OFFSPRING 

DR . trraup m j j J Inventor(s): Richard W. Scott, Andrew G. Reaume, Karen Dorfman 

„ LiilHi J Attorney Name: Paul K. Legaard (2 1 5)568-3 1 00 

Sheet 7 of 19 



pPSl-XH16 Construction 



T3 



EXON 8 



X PS1-22 



EH 
1L 



Xh 

J_ 



H 



EX H XHE 
J I ULL 



T7 



0.20.5 0.7 



11.3 12.513.514 
11.5 13.8 

1. Hindlll Xbal digest 

2. Gel Isolate 



Kpnl 
Xhol 
Sail 
Hindlll 
EcoRV 
EcoRI 
BamHI 
Xbal 
Notl 




1. Hindlll Xbal digest 

2. Gel isolate 



Ligate 



3' Arm of homology and part of '5 arm of homology 

, / Hindlll 
Sail 
Xhol 

J7 K P nl 




Amp r 



FIG. 7 



PROVED iO.G. F ~\ 
BV jCLASS 2U6CUv 

)RAFTSM/ , K'i I 



Docket No.: CEjH-1066 Appln. No: 09/621,897 

Title: GENE-'^^ETING NON-HUMAN MAMMAL WITH HUMAN 

PRESENILIN I^KlTION AND GENERATIONAL OFFSPRING 

Inventor(s): Richard W. Scott, Andrew G. Reaume, Karen Dorfman 

Attorney Name: Paul K. Legaard (2 1 5)568-3 1 00 

Sheet 8 of 19 




pPSl-XBl Construction 



Hindlll 
Sail 
Xhol 

T7 K P nl 



Xbal 
Notl 



Kpnl 

r.r Xhol 
Amp Sail 

Hindlll upc 

1. Xbal BamHI digest EcoRV * 

2. Gel isolate 200bp fragment EcoRI 

BamHI / T3 
Xbal 
Notl 



Xbal 



I 



-J I 



BamHI 
— I 3' 




1. Xbal BamHI digest 

2. Gel isolate 



Ligate^^ 




BamHI 

Hindlll 

Sail 

Xhol 

Kpnl 



FIG. 8 



.FrRoVEc'O G " " Docket No.: CEPH-1066 Appln. No: 09/621,897 

' ^U??-^ •'"7^7"'*" Title: GEN£ - TA1 j^^NG NON-HUMAN MAMMAL WITH HUMAN FAE 
BYl j ULAOoj -,0c wLAb_ PRESENILIN Mul^RoN AND GENERATIONAL OFFSPRING 

i. Inventor(s): Richard W. Scott, Andrew G. Reaume, ICaren Dorfman 

' Attorney Name: Paul K. Legaard (2 1 5)568-3 1 00 

Sheet 9 of 19 



RAFTSMAN' q 



pPSl-X15, -X2 Construction 



T3 



0.5 



Kpnl 
Xhol 
Sail 
Hindlll 
EcoRV 
EcoRI 
BamHI 
Xbal 
Notl 



f1 origi 



X PS1-6 



E HE H 
I II I 



EXON 8 

IiL_ 



1 



EH 



6.5 8.59.3 10 11 11.2 13.5 15.3 
9.5 10.7 15.4 



1. Xbal digest 

2. Gel Isolate 





Amp' 



1. Xbal digest 

2. Gel Isolate 



E E 
J L 



8.5 9.5 



Xh 



T7 



16.7 



Ligate 



10.7 



4.2kb fragment found in 
5' arm of homology £ 




Xbal 
BamHI 
EcoRI 
EcoRV 
f1 Hindlll 
Sail 

Xhol 3' 
Kpnl 

Xbal /\ 
Amp r NotrT3' 



pPS1-X2 



Xbal 
BamHI 
EcoRI 
EcoRV 
lf1 Hindlll 
m Sail 
Xhol 
Kpnl 

'Amp 1 ' 



FIG. 9 



: .irKWtD!p.;r. Docket No.: CEPH-1066 Appln. No: 09/621,897 

i pv ICLaS^' ;ujCLV : ' Title: GENE-TJ^ETING NON-HUMAN MAMMAL WITH HUMAN FA 

! BY ~ ' ; PRESENILIN N^KtION AND GENERATIONAL OFFSPRING ' 

0 p A f j Inventor(s): Richard W. Scott, Andrew G. Reaume, Karen Dorfman 

— L_ _L~-„~ ; i Attorney Name: Paul K. Legaard (215)568-3100 

Sheet 10 of 19 



pPSl-X319 Construction 



A PS1-6 

EXON 8 




FIG. 10 



^..VnWED ,O.G,. r 



By 

DRAFTS.VWM 



CLAocJJSCLASL. 



Docket No.: CEPH-1066 Appln. No: 09/621,897 
Title: GEN^MIGETING NON-HUMAN MAMMAL WITH HUMA: 
PRESENILINWITATION AND GENERATIONAL OFFSPRING 
Inventor(s): Richard W. Scott, Andrew G. Reaume, Karen Dorfman 
Attorney Name: Paul K. Legaard (2 1 5)568-3 1 00 
Sheet 11 of 19 



Example of Restriction Mapping the 5' Arm of Homology 
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